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Drug Monograph

	Drug/Drug Class:
	Elaprase (Idursulfase) Intravenous Infusion / Enzyme Replacement Agent

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each preservative free single use vial of Elaprase contains 3 mL of Idursulfase 2 mg/mL. 
Shire Human Genetic Therapies, Inc., Cambridge, MA 02139 

	
	

	Summary of Findings:
	Idursulfase is an enzyme replacement therapy that has been shown to improve walking capacity in patients with Hunter syndrome.  Idursulfase is the first and only treatment approved for this disorder.  It was designated as an orphan drug by the FDA, which provides for a seven-year period of marketing exclusivity.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 Preferred Agent

 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Hunter syndrome is a rare inherited disease mainly affecting males that afflicts approximately 2,000 people worldwide.  It usually becomes apparent in children at one to three years of age.  In this syndrome, there is cumulative buildup of GAG in cells throughout the body, which interferes with organ function and leads to severe clinical complications and early mortality.  Symptoms of Hunter syndrome include growth delay, joint stiffness, and coarsening of facial features.  In severe cases, patients experience respiratory and cardiac problems, enlargement of the liver and spleen, neurological deficits, and death.
Dosage Form(s) 1
Each preservative free single use vial of Elaprase contains 3 mL of Idursulfase 2 mg/mL.
Manufacturer
Shire Human Genetic Therapies, Inc., Cambridge, MA 02139
Indication(s) 1
Elaprase is indicated in the treatment of patients with Hunter’s syndrome (mucopolysaccharidosis II, MPSII).
Clinical Efficacy1-2 (mechanism of action/pharmacology, comparative efficacy)
Hunter syndrome is an X-linked recessive disease resulting from a deficiency of the lysosomal enzyme iduronate-2-sulfatase.  This enzyme cleaves the terminal 2-O-sulfate moieties from the glycosaminoglycans (GAG) dermatan sulfate and heparan sulfate.  In patients with Hunter syndrome, GAG accumulates in the lysosomes of a variety of cells, leading to cellular engorgement, organomegaly, tissue destruction, and organ system dysfunction.  Treatment with idursulfase, a purified form of human iduronate-2-sulfatase, provides exogenous enzyme for uptake into cellular lysosomes and subsequent catabolism of accumulated GAG. 
Pharmacokinetic data for Elaprase is limited.  It’s half-life after IV infusion is approximately 44 minutes.
Hunter syndrome is an X-linked recessive disease resulting from a deficiency of the lysosomal enzyme iduronate-2-sulfatase.  This enzyme cleaves the terminal 2-O-sulfate moieties from the glycosaminoglycans (GAG) dermatan sulfate and heparan sulfate.  In patients with Hunter syndrome, GAG accumulates in the lysosomes of a variety of cells, leading to cellular engorgement, organomegaly, tissue destruction, and organ system dysfunction.  Treatment with idursulfase, a purified form of human iduronate-2-sulfatase, provides exogenous enzyme for uptake into cellular lysosomes and subsequent catabolism of accumulated GAG.
Clinical Studies

HUNTER SYNDROME
	Design
	Randomized, double-blind, 53-week placebo-controlled clinical trial (N=96).

	Inclusion Criteria
	Patients with Hunter Syndrome who had a percent predicted FVC of less than 80%.  Patients ranged in age from 5 to 31 years.

	Exclusion Criteria
	Patients unable to perform the appropriate pulmonary function testing, or those who could not follow protocol instructions.

	Treatment Regimen
	Patients were randomized to receive idursulfase 0.5 mg/kg every week, idursulfase 0.5 mg/kg every other week, or placebo.

	Results
	Patients in the weekly idursulfase group experienced a 35 meter greater mean increase in the distance walked in 6 minutes compared to placebo (p=0.01).  The changes in percent predicted FVC were not statistically significant.  Following 53 weeks of treatment, mean urinary GAG levels were markedly reduced in the weekly idursulfase group, although GAG levels still remained above the upper limit of normal in half of the idursulfase patients.  Urinary GAG levels remained elevated and essentially unchanged in the placebo group.  Sustained reductions in both liver and spleen volumes were also observed in the weekly idursulfase group through Week 53, while there were essentially no changes in liver and spleen volumes in the placebo group.

	Safety
	The most common adverse reactions requiring intervention were infusion-related reactions.  The most frequent serious adverse events related to the use of idursulfase were hypoxic episodes.


Contraindications1
· None.
Warnings and Precautions1
· Hypersensitivity reactions, which may be life-threatening, have been observed in some patients during idursulfase infusions.  Therefore, appropriate medical support should be readily available when it is administered.  Patients with compromised respiratory function or acute respiratory disease may be at risk of serious acute exacerbation of their respiratory compromise due to infusion reactions, and require additional monitoring.
Adverse Effects1
	
	ELAPRASE
	PLACEBO

	Most Common, >=10%
	
	

	Pyrexia
	63%
	59%

	Headache
	59%
	44%

	Arthralgia
	31%
	28%

	Limb pain
	28%
	25%

	Pruritus
	28%
	16%

	Hypertension
	25%
	22%

	Malaise
	22%
	19%

	Visual disturbance
	22%
	6%

	Wheezing
	19%
	16%

	Abscess
	16%
	0%

	Musculoskeletal dysfunction
	16%
	9%

	Chest wall musculoskeletal pain
	16%
	0%

	Urticaria
	16%
	0%

	Superficial injury
	13%
	9%

	Anxiety, irritability
	13%
	3%

	Atrial abnormality
	13%
	9%

	Adverse events resulting from injury
	13%
	6%

	Dyspepsia
	13%
	0%

	Infusion site edema
	13%
	9%

	Skin disorder
	13%
	3%

	Pruritic rash
	13%
	0%


Drug Interactions1
· No formal drug interaction studies have been conducted.
Dosage and Administration1

USUAL DOSE  0.5 mg/kg every week by IV infusion.
Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	COST/VIAL

	Idursulfase
	Elaprase
	6 mg/single-use vial
	$ 3153.84


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Idursulfase is an enzyme replacement therapy that has been shown to improve walking capacity in patients with Hunter syndrome.  Idursulfase is the first and only treatment approved for this disorder.  It was designated as an orphan drug by the FDA, which provides for a seven-year period of marketing exclusivity.
Recommendation

The Division recommends Open Access status.
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